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INTRODUCTION
Chronic infection with hepatitis B virus (HBV) affects 400
million people worldwide, including at least 1.25 million in the
United States. Those who develop chronic hepatitis B die, on
average, 22 years earlier compared with those without HBV1
owing to complications of cirrhosis, hepatocellular carcinoma,
and liver failure. The burden of HBV is expected to grow in the
face of immigration patterns into the United States from highly
endemic countries.
Despite the approval of several anti-viral agents, very few
patients are actually on treatment.2–5 There are many possible
reasons for this, including the need for lifelong treatment, lack
of education and awareness of the disease in largely
immigrant, non-English-speaking groups, under screening
for the condition in primary care settings, and concerns
regarding the requirement for liver biopsies to determine the
need for treatment in many cases. Guidelines for hepatitis B
treatment have also issued variable recommendations for the
treatment of some phases of the disease,6–9 which can lead to
confusion for practitioners. In this review, we provide practical
recommendations for both primary care doctors and sub-
specialists on who should be treated for hepatitis B and how.
The viral life cycle. Hepatitis B virus (HBV), a hepadnavirus,
is a partially double-stranded DNA virus, composed of a
nucleocapsid core (HBcAg), surrounded by an outer envel-
ope containing the surface antigen (HBsAg) (Figure 1). The
viral DNA contains four major open reading frames:
1. The precore/core gene, coding for the nucleocapsid protein
and the precore protein (hepatitis B e antigen (HBeAg)).
2. The polymerase gene, coding for the reverse transcriptase/
HBV polymerase.
3. The PreS1/L, PreS2/M, and Surface/S genes, coding for
the three envelope proteins.
4. The X gene, coding for the regulatory X protein.10
The life cycle of HBV is complex. The virus enters the
hepatocyte by binding to a receptor on the cell surface—the
sodium taurocholate cotransporting polypeptide, a bile acid
transporter.11–13 After uncoating of the viral nucleic acid, the
viral genomic DNA is transferred to the cell nucleus and the
partially double-stranded viral DNA is then transformed into
covalently closed circular DNA (cccDNA), a highly stable
intermediate that serves as a template for transcription of viral
mRNAs, including the pregenomic RNA. The pregenomic
RNA serves as template for translation of viral proteins,
including the surface antigen, nucleocapsid, and polymerase
proteins. Taken together with the nucleocapsid and polymer-
ase proteins, the HBV pregenomic RNA is encapsidated in the
virus core particle. The first step is reverse transcription and
first-strand cDNA synthesis, catalyzed by the HBV polymer-
ase—the site of action of oral anti-HBV nucleoside/nucleotide
analog (NA) agents. The next step is second-strand DNA
synthesis to generate a partially double-stranded viral DNA
genome. The HBV polymerase lacks proofreading activity;
thus, mutations of the viral genome are frequent and result in
the coexistence of genetically distinct viral species in infected
individuals (quasispecies). Nucleocapsids associated with the
partially double-stranded HBV DNA can then either re-enter
the hepatocyte nucleus to replenish the pool of cccDNA or be
enveloped for secretion as complete virions via the endoplas-
mic reticulum. After budding into the ER lumen, the envelope
proteins are secreted from the cell either as non-infectious
subviral particles (HBsAg) or incorporated into infectious
virions known as Dane particles.
The persistence of the highly stable cccDNA accounts for
the challenge in eradicating chronic HBV. In addition, error-
prone replication of the HBV genome and generation of
mutants in the precore region (precore mutants) are additional
contributors to persistence of hepatitis B infection.
HBV proteins can also target key immune cells to
circumvent host anti-viral immunity. Adaptive immune
responses to HBV are blunted in CHB subjects when
compared with those who have resolved acute infection.
Studies have demonstrated that T cells responding to HBV
antigens from these subjects have an exhausted phenotype
and are less responsive to HBV antigens.14
Chronic hepatitis B has a complicated natural history with
three identified phases. The immune-tolerant phase is
characterized by high HBV DNA (usually 41 million IU/ml)
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and normal alanine aminotransferase (ALT) with minimal liver
disease. This phase is thought to occur most frequently in
persons who are infected perinatally. The immune-active
phase is marked by high HBV DNA and elevated ALT levels
with active liver inflammation. Finally, the inactive phase is
associated with low HBV DNA levels (o2,000 IU/ml) and
normal ALTwith minimal liver inflammation and fibrosis.
Initial management of hepatitis B infection. In most
immunocompetent adults, acute HBV infection is self-
limiting and management is supportive. For those with
chronic infection, initial management should include a
complete history and physical examination to assess for
signs of cirrhosis, alcohol and metabolic risk factors, and
family history of hepatocellular carcinoma. Routine laboratory
tests should include assessment of liver disease activity and
function (complete blood count, aspartate aminotransferase,
ALT, total bili, alkaline phosphatase, albumin, international
normalized ratio), markers of HBV replication (HBeAg/anti-
HBe, HBV DNA quantitation), tests for coinfection with HCV,
HDV, and HIV, and assessment of HAV immunity to
determine need for vaccination. Patients should be educated
on measures to prevent transmission and prevention of
further liver damage (e.g., limiting alcohol intake and
medications or supplements that could be hepatotoxic) and
the importance of long-term monitoring, particularly with
regard to the risk for hepatocellular carcinoma. Patients older
than 40 years, with cirrhosis, or with a family history of
hepatocellular carcinoma should undergo ultrasonography
and α-fetoprotein testing every 6 months.6
The main aim of the anti-viral therapy are to decrease
morbidity and mortality by suppressing HBV replication and
hepatic inflammation and preventing progression to cirrhosis
and hepatocellular carcinoma. Anti-viral treatment results in
normalization of ALT, suppression of HBV DNA, possible loss
of HBeAg and seroconversion to anti-HBe, possible loss of
HBsAg and seroconversion to anti-HBs, and histological
improvements with decreased inflammation and fibrosis.
The Food and Drug Administration has approved seven
anti-viral drugs for the treatment of chronic HBV: interferon-
a2b, pegylated interferon-a2α (peg-IFN), lamivudine (LAM),
adefovir, entecavir (ETV), telbivudine, and tenofovir (TDF).
Of these, the most commonly used first-line agents are peg-
IFN, TDF, and ETV.
Who should be treated?
Immune-active, HBeAg+, chronic hepatitis B. Patients with
hepatitis B e antigen-positive (HBeAg+) chronic hepatitis B,
who have ALT levels 42 times normal with HBV DNA
420,000 IU/ml, should be considered for treatment (Table 1
and Figure 2). These recommendations are based on AASLD
(American Association for the Study of Liver Diseases) and
APASL (Asian Pacific Association for the Study of the Liver)
guidelines. The EASL guidelines recommend considering
therapy if HBV DNA is 42,000 IU/ml, ALT is greater than
upper limit of normal, and there is moderate to severe active
Figure 1 Hepatitis B virus (HBV) life cycle showing novel approaches for viral targets.94 The HBV life cycle can be grouped into six different targetable steps: (1) entry/
uncoating, (2) covalently closed circular DNA (cccDNA) formation, (3) POL/RT inhibitors, (4) capsid assembly, (5) cccDNA transcript and (6) morphogenesis. CsA, cyclosporine A;
DSS, disubstituted sulfonamide; ER, endoplasmic reticulum; MVB, multivesicular body; POL, HBV DNA polymerase; RT, reverse transcription.
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necroinflammation and/or at least moderate fibrosis on liver
biopsy. Initiation of treatment should be delayed for up to
6 months in persons with compensated liver disease to
determine whether spontaneous HBeAg seroconversion
occurs. Treatment initiation with TDF, ETV, or peg-IFN are
preferred.6
Immune-active, HBeAg− chronic hepatitis B. Patients with
hepatitis B e antigen-negative (HBeAg− ) chronic hepatitis B
(serum HBV DNA 42,000 IU/ml and elevated ALT 42 times
normal) should be considered for treatment (Figure 3).
For HBeAg− patients with lower HBV DNA levels (2,000–
20,000 IU/ml) and borderline normal or minimally elevated
ALT levels, liver biopsy should be considered and treatment
initiated if there is moderate/severe inflammation or signifi-
cant fibrosis on biopsy. Several studies have shown that
patients with normal ALT can have substantial liver fibrosis,
when ALT concentrations are at the high end of the normal
range, HBV DNA concentrations are high (410,000 IU), or
when they are older than 40 years.15 Treatment with TDF,
ETV, or peg-IFN are preferred.6
Compensated cirrhosis. Treatment should be considered for
any patient with cirrhosis and detectable HBV DNA regardless
of ALT levels. Patients with compensated cirrhosis are best
treated with NAs because of the risk of hepatic decompensation
Table 1 Who should be treated for hepatitis B?
Indication for treatment Treatment strategy Treatment end points/duration
Immune active, e Ag+, ALT42× normal,
HBV DNA420,000 IU/ml
Peg-IFN, TDF or ETV Peg-IFN usually 48–52weeks, NAs variable. Continue until HBeAg
seroconversion and undetectable serum HBV DNA and at least
6 months of additional treatment after appearance of anti-HBe.
Immune active, e Ag− , ALT42x normal,
HBV DNA42,000 IU/ml
Peg-IFN, TDF or ETV Peg-IFN usually 48–52weeks, NAs variable. Continue until HBsAg
clearance.
Compensated cirrhosis TDF or ETV Lifelong therapy.
Decompensated cirrhosis TDF or ETV Lifelong therapy.
Acute/symptomatic hepatitis B or
fulminant hepatitis B
ETV is preferred Treatment should be continued until HBsAg clearance is confirmed
or indefinitely in those who undergo liver transplantation.
Prevention of reactivation (in HBV carriers
who require immunosuppressive or
cytotoxic therapy)
TDF or ETV before the start
of chemotherapy or immu-
nosuppressive therapy
If baseline HBV DNAo2,000 IU/ml, continue treatment for
6 months after completion of chemo/immunosuppression. If high
baseline DNA42,000 U/ml, continue treatment until treatment
end points reached as in immunocompetent patients.
Pregnant mothers with high viral load TDF preferred (telbivudine
or LAM also effective)
Initiate therapy at 28–30 weeks gestation and monitor for flares if
stopping therapy after delivery.
HBV/HIV coinfection TDF+(emtricitabine or
LAM) or ETV+fully sup-
pressive ARV regimen
Lifelong unless the patient has achieved HBeAg seroconversion
and has completed an adequate course of consolidation treatment.
ALT, alanine aminotransferase; ARV, antiretroviral; ETV, entecavir; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LAM,
lamivudine; NA, nucleotide analog; peg-IFN, pegylated interferon-a2α; TDF, tenofovir.
Figure 2 Treatment algorithm for patient with chronic hepatitis B and positive HBeAg. ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B
surface antigen; ULN, upper limit of normal. Figure Adapted from Lok AS, McMahon BJ. Chronic hepatitis B. Hepatology 2007; 45: 507–539.
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associated with IFN-related flares of hepatitis. In view of the
need for long-term therapy, TDF or ETV is preferred.
Decompensated cirrhosis. Treatment should be promptly
initiated with an NA that can produce rapid viral suppression
with low risk of drug resistance. At the time of drafting of the
last AASLD guidelines in 2009, clinical data documenting the
safety and efficacy of TDF and ETV in patients with
decompensated cirrhosis was lacking. Since then, multiple
studies have confirmed safety and efficacy of these agents in
this subgroup.16–19 Thus, TDF and ETV are the treatments of
choice in decompensated cirrhotics with HBV. Treatment
should be coordinated with a transplant center. IFN/peg-IFN
should not be used in patients with decompensated cirrhosis.
Acute/symptomatic hepatitis B or fulminant hepatitis B. Since
over 95% of immunocompetent adults with acute hepatitis B
recover spontaneously, treatment is not recommended in
most cases. Treatment is indicated only for patients with
fulminant hepatitis (defined by the rapid development of acute
liver injury with severe impairment of synthetic function and
hepatic encephalopathy) and those with protracted, acute
severe hepatitis persisting for 44 weeks.
In severe acute HBV with prolonged prothrombin time and
increased bilirubin, interferon failed to be effective,20–23 but
NAs have been shown to be effective. A randomized controlled
trial of 80 patients found that early treatment with LAM leads to
a greater decrease in HBV DNA levels, better clinical
improvement, and mortality improvement but with a lower
HBsAg and HBeAg seroconversion rate.24 Multiple rando-
mized studies have produced results consistent with this
randomized controlled trial.25–28 Furthermore, most patients
who died or required transplantation despite LAM therapy
were started on LAMat advanced stages comparedwith those
who survived. These findings suggest that prompt and timely
anti-viral therapy is crucial.
Multicenter double-blind randomized trials to compare the
efficacy between LAM and ETV or even TDF in acute severe
HBV cases are lacking because of the difficulty of accruing
cases. However, given the safety and efficacy of these agents
in other cases of acute hepatitis B (e.g., reactivation in patients
receiving chemotherapy),29–37 the AASLD recommends
treatment with an NA for fulminant and acute/symptomatic
hepatitis B. In one prospective randomized trial of TDF vs.
placebo in 27 patients with spontaneous reactivation of
chronic hepatitis B who presented with acute on chronic liver
failure, the 3-month probability of survival was higher in the
TDF group compared with that in the placebo group (57% vs.
15%, P= 0.03).33 Because of their anti-viral potency, ETV or
TDF are the preferred agents for the treatment of acute or
fulminant hepatitis B. Treatment should be continued until
HBsAg clearance is confirmed or indefinitely in those who
undergo liver transplantation. IFN is contraindicated and has
not been shown to be effective in fulminant hepatitis B.
Prevention of reactivation (hepatitis B carriers who require
immunosuppressive or cytotoxic therapy). HBV persists in
the body of all patients with infection, even those with
evidence of serological recovery. Thus, individuals with a
history of HBV infection who receive immunosuppressive
therapy are at risk for HBV reactivation and a flare of their
HBV disease with resultant increased serum aminotransfer-
ase levels, fulminant hepatic failure, and possible death.38 For
example, in an analysis of HBV reactivation in over 450 B-cell
lymphoma patients treated with rituximab from the Asia
Lymphoma Study Group, HBV reactivation was found in
27.8% of HBsAg+ patients. The frequency of reactivation was
much lower in those receiving anti-viral prophylaxis com-
pared with those who did not (22.9% vs. 59.1%; Po0.001).39
Another randomized controlled trial showed that anti-viral
prophylaxis can potentially prevent rituximab-associated HBV
reactivation in patients with lymphoma and resolved hepatitis
B (i.e., anti-HBc+, HBsAg− ).40
Thus, to prevent reactivation of HBV replication, which can
lead to hepatitis and liver failure, prophylactic anti-viral therapy
with ETVor TDF is recommended in HBsAg+ patients who will
be receiving anti-CD20 therapy (e.g., rituximab), hematopoie-
tic cell transplantation, high-dose glucocorticoids (e.g.,
≥20 mg per day for at least 4 weeks), the anti-CD52 agent
alemtuzumab, cytotoxic chemotherapy without glucocorti-
coids, anti-TNF therapy, and antirejection therapy for solid
Figure 3 Treatment algorithm for patient with chronic hepatitis B and negative HBeAg. ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B
surface antigen HBV, hepatitis B virus; ULN, upper limit of normal. Figure adapted from Lok AS, McMahon BJ. Chronic hepatitis B. Hepatology 2007; 45: 507–539.
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organ transplants. Prophylactic anti-viral therapy is also
recommended for patients who are HBsAg− and anti-HBc+
and who will be receiving potent immunosuppressive thera-
pies such as rituximab or myeloablation before hematopoietic
stem cell transplantation, to prevent reappearance of HBsAg.
HBsAg+ individuals are at low risk of reactivation if they
receive methotrexate or azathioprine and thus in these low-
risk patients prophylactic therapy is not indicated but they
should be monitored for possible reactivation and treated with
an anti-viral should this occur.41
Pregnant mothers with high viral load in the third trimester.
Infants born to mothers who are HBeAg+ with concomitant
high HBV DNA levels have a substantial risk of infection
despite passive–active immunoprophylaxis. In one retro-
spective study of over 4,000 infants born to HBsAg+ mothers
in the United States, the rates of infection were 3.37 per 100
births in HBeAg+ mothers and 0.04 for HBeAg− mothers.42
The rates of failure of immunoprophylaxis have been shown
to correlate with the levels of viral load.43 Telbivudine or LAM
use in late pregnancy from 28 weeks gestation to 4 weeks
postpartum has been shown to safely reduce perinatal
transmission of hepatitis B from highly viremic HBeAg+
mothers (HBV DNA 46 log 10 copies per ml) to their
infants.37,44–47 ALT flares were observed in 17.1% of treated
mothers vs. 6.3% of untreated mothers (Po0.001).37 In
another retrospective study, TDF during the second and third
trimester in HBeAg+ women with HBV DNA4107 copies per
ml reduced perinatal transmission of HBV, with no adverse
events reported in mothers or infants.48
Given these findings, the AASLD recommends the con-
sideration of NAswith favorable resistance and safety profiles,
such as TDF, during pregnancy to reduce the risk of mother-to-
infant transmission. However, there is no consensus on the
cutoff HBV DNA concentration for recommending anti-viral
therapy and when anti-viral therapy should be started. At our
institution, we have used the algorithm shown in Figure 4.
HBV/HIV coinfection. It is estimated that up to 5 million of the
33 million HIV-infected persons worldwide in 2009 have
concomitant HBV infection. Recent discoveries in the
pathophysiology of HIV in the liver has found that it may
contribute to a more rapid progression of liver fibrosis,
especially when there is underlying chronic hepatitis
infection.49 Furthermore, because of impaired immune
control attributed to HIV infection, the rate of acute infections
evolving into chronic HBV is five times higher in HIV
compared with that in non-HIV-infected adults.50 Coinfected
patients have an excess risk of all-cause mortality as high as
36% compared with HIV-monoinfected patients51 and 10
times higher risk of dying from liver-related causes compared
with HIV- or HBV-monoinfected patients.52 HIV thus accel-
erates HBV liver disease and administration of successful
antiretroviral therapy has been demonstrated to slow fibrosis
progression and to decrease liver disease-associated
mortality.53–55 Given recent changes designed to initiate
antiretroviral therapy earlier regardless of HIV DNA or CD4
levels,56 those with coinfection should be treated with agents
active against both HBV and HIV. The recommended agents
include TDF with either emtricitabine or LAM.56
If HBV treatment is needed and TDF cannot safely be used,
the alternative recommended HBV therapy is ETV in addition
to a fully suppressive antiretroviral regimen (to prevent
selection of the M184V mutation that confers HIV resistance
to LAM and emtricitabine), or peg-IFNα monotherapy for
48 weeks, particularly in patients with HBV genotype A, high
ALT, and low HBV DNA level.56 When HAART (highly active
antiretroviral therapy) regimens are altered, drugs that are
effective against HBV should not be discontinued without
substituting another drug that has activity against HBV, unless
Figure 4 Algorithm for management of pregnant mothers with high HBV viral load in pregnancy. ALT, alanine aminotransferase; HBIG, hepatitis B immunoglobulin; HBsAg,
hepatitis B surface antigen; HBV DNA, hepatitis B virus DNA level.
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the patient has achieved HBeAg seroconversion and has
completed an adequate course of consolidation treatment.
Discontinuation of agents with anti-HBV activity may cause
serious hepatocellular damage resulting from reactivation
of HBV.
Who should NOT be treated?. Patients in the immune-
tolerant state in whom HBV DNA levels are very high
(4108 IU/ml), HBeAg is positive, and ALT levels are normal
should not be treated. Liver biopsy may be considered in
patients with fluctuating or minimally elevated ALT levels,
especially in those above 40 years of age. Treatment should
be initiated if there is moderate or severe necroinflammation
or significant fibrosis on liver biopsy. However, it should be
acknowledged that there may be theoretical benefits to
treating patients in the immune-tolerant stage such as
decreasing accumulation of cccDNA and abrogating infection
early. Clinical trials are needed in this population to help
address this question.
In addition, patients in the inactive carrier state (HBsAg+,
HBeAg− , HBeAb+) in whom both HBV DNA levels are very
low (o2,000 IU/ml) or undetectable and ALT levels are normal
should not be treated but rather monitored on a biannual basis
with ALT and HBV DNA levels, as well as with hepatocellular
carcinoma screening in high-risk patients.
Finally, those who are HBeAg− with an intermediate viral
load (between 2,000 and 20,000 IU/ml) and borderline normal
or minimally elevated liver function tests should not be treated
but should be considered for liver biopsy and treated if there is
moderate or severe necroinflammation or significant fibrosis.
Selection of anti-viral agents. Peg-IFN, ETV, or TDF are
recommended as first-line monotherapy by all major guide-
lines in patients with CHB or compensated cirrhosis
(Table 2).6,7,57 The choice of first-line monotherapy should
be based on several factors including host, virus, and drug-
related factors. Consideration should be given to the safety
and efficacy of the treatment, risks of drug resistance, costs
of the treatment (medication, lab tests, and clinic visits), as
well as patient and provider preferences, and for women—
when and whether they plan to start a family. The pros and
cons of the approved first-line treatments are summarized in
Table 2.
IFN monotherapy. Peg-IFN has dual immunomodulatory and
anti-viral activity. Although the efficacy is not substantially
different, peg-IFN is superior to standard IFN− because of its
more convenient dosing schedule with once weekly subcuta-
neous injections. The most favorable candidates for peg-IFN are
those with low HBV DNA levels, high ALTand HBV genotype A
or B rather than C or D, and those without advanced disease.
Advantages of peg-IFN include finite duration of therapy, higher
rates of anti-HBe and anti-HBs seroconversion with 12 months
of therapy, and the absence of resistance.58–60 Disadvantages
include inferior tolerability with many side effects (including flu-
like symptoms, fatigue, anorexia and nausea, weight loss, hair
loss, emotional lability and depression, bone marrow suppres-
sion, worsening of autoimmune disease, and hypothyroidism),
need for weekly subcutaneous injections, and only moderate
anti-viral effect. Contraindications to peg-IFN include a history of
suicidal tendency, uncontrolled psychiatric or autoimmune
conditions, severe leukopenia or thrombocytopenia, concurrent
severe systemic disorders, decompensated cirrhosis, and
pregnancy.
NA monotherapy. TDF and ETV are both NAs that inhibit the
dual function HBV DNA polymerase. TDF is administered
orally at a dose of 300 mg daily, whereas ETV is administered
orally at a dose of 0.5 mg daily in those with no prior LAM
treatment and 1.0 mg daily in those who are refractory/
resistant to LAM. The other second-line agents, LAM,
adefovir, and telbivudine are not recommended because of
their limited potency and lower barrier to resistance.
Overall, all NAs have an excellent safety profile across a
wide spectrum of personswith chronic hepatitis B and any side
effects are infrequent.61 Adverse events associated with TDF
are rare and include renal insufficiency, Fanconi’s syndrome,
proximal tubular acidosis, and decreased bone density,
particularly in children, in whom the drug is
contraindicated.61–65 If TDF is used in patients with renal
insufficiency, the dose must be adjusted for creatinine
clearance. Adverse events with ETV are mild to moderate
and include headache, upper respiratory tract infection,
cough, nasopharyngitis, fatigue, and upper abdominal
Table 2 Comparison of approved first-line treatments for chronic hepatitis B
Peg-IFN ETV TDF
Indications
HBeAg+, normal ALT Not indicated Not indicated Not indicated
HBeAg+ chronic hepatitis Indicated Indicated Indicated
HBeAg− chronic hepatitis Indicated Indicated Indicated
Duration of treatment
HBeAg+ chronic hepatitis 12 months ≥1 year until e Ag
seroconversion
≥1 year until e Ag seroconversion
HBeAg− chronic hepatitis 1 year 41 year, likely lifelong until
HBsAg clearance
41 year, likely lifelong until HBsAg
clearance
Route Subcutaneous Oral Oral
Side effects Many Negligible Negligible
Drug resistance Not applicable 1.2% up to year 5 0% up to year 5
Cost Moderate as limited
duration of therapy
High especially with lifelong
therapy
High especially with lifelong therapy
ETV, entecavir; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; peg-IFN, pegylated interferon-a2α; TDF, tenofovir.
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pain.66 Severe lactic acidosis has been reported in a case
series of patients with advanced cirrhosis (MELD score ≥20)
and thus ETV should be used with caution in patients with
decompensated liver disease. ETV should also be adjusted for
creatinine clearance.67
TDF or ETVare the only therapeutic options in patients with
decompensated liver disease, in patients undergoing
immunosuppressive treatment, and in patients with other
contraindications to or unwilling to receive peg-IFN. In HBeAg
+ patients, treatment can be discontinued after a 12-month
consolidation period following documented HBeAg
seroconversion with undetectable HBV DNA. Close monitor-
ing for relapse is nonetheless required following therapy
discontinuation. In HBeAg− patients, long-term therapy is
required until HBsAg loss is documented. Advantages
of NAs include potent anti-viral effect (viral suppression in
495% of patients over 5 years with fibrosis regression and
prevention of cirrhosis),68–70 good tolerability withminimal side
effects, and oral administration. Disadvantages include
indefinite duration of therapy, particularly in HBeAg− patients,
and risk of resistance along with unknown long-term safety.
Fortunately, the risk of drug resistance has thus far been
minimal (1.2% with ETV after 6 years and 0% with TDF after
5 years).70–72
Combination therapy. There is no added benefit from de
novo combination therapy with two NAs. In addition, the
combination of peg-IFN and NAs has not yielded higher rates
of off-treatment serological or virological responses and is not
currently recommended by AASLD.73,74 However, a recent
randomized controlled trial has shown that a significantly
greater proportion of patients receiving TDF plus peg-IFN for
48 weeks had HBsAg loss (9.1%) compared with those
receiving TDF (0%) or peg-IFN alone (2.8%) or a shorter
course of peg-IFN (16 weeks) with 48 weeks of TDF
(2.8%).75 Although further study is required, consideration
may be given to a combination approach to enhance HBsAg
loss rates (Table 3).
Duration of therapy. In HBeAg+ chronic hepatitis B,
treatment should be continued until the patient has achieved
HBeAg seroconversion and undetectable serum HBV DNA
and completed at least 12 months of additional consolidation
treatment after appearance of anti-HBe.73,76 The optimal
duration of consolidation therapy after HBV seroconversion is
not known, but studies show better outcomes with longer
duration of consolidation.77 In HBeAg− chronic hepatitis B,
treatment should be continued until the patient has achieved
HBsAg clearance.
Lifelong treatment is recommended for all patients with
recurrent hepatitis B after liver transplantation and in all
cirrhotics, both compensated and decompensated, due to
concerns for potential reactivation and death when treatment
is stopped.73,76,78
In addition, there appears to be an association between
quantitative level of HBsAg and relapse after anti-viral therapy
for chronic HBV infection.79
All guidelines recommend peg-IFN for 48–52 weeks in both
HBeAg+ and HBeAg− patients. Irrespective of the underlying
liver disease and the treatment used, patients need to be
closely monitored for viral relapse and ALT flares when
treatment is stopped, so that treatment can be reinitiated
promptly.80
Prevention of HBV. Prevention is far simpler than treatment,
particularly in the case of HBV, which requires lifelong
treatment in most cases. Besides avoiding transmission from
infected people via blood supply screening and universal
precautions, vaccination is the most important means of
reducing the global burden of disease. Vaccination in adults
is recommended in high-risk groups at risk for infection by
sexual exposure (e.g., men who have sex with men, people
with multiple sexual partners, those seeking evaluation and
treatment for sexually transmitted disease), or in persons at
risk for infection by percutaneous or mucosal exposure to
blood (e.g., injection drug users, household contacts of
HBsAg+ patients, patients on hemodialysis, institutionalized
patients, health-care workers, and public safety workers).
Vaccination is also recommended in international travelers to
regions with high or intermediate endemicity for HBV
infection, persons with chronic liver disease, and with HIV
infection.81 Postexposure prophylaxis with the hepatitis B
vaccine and/or hepatitis B immune globulin is also recom-
mended for health-care workers not immune to HBV virus.
Vaccination in children is recommended as part of the regular
schedule of childhood immunizations. Thirty-five years after
the availability of a safe and effective vaccine, universal
vaccination of all children is finally available now in 184 of 196
countries in the world. Global vaccine coverage with all three
doses of vaccine is estimated at 82%.82
How do we cure HBV?. A functional cure for HBV poses
unique challenges given the stability and latency of cccDNA,
along with the fact that replication of HBV DNA is uncoupled
from protein (HBsAg) synthesis. In this regard, polymerase
inhibitors can bring about DNA suppression without the loss
of HBsAg. Because HBsAg can subvert the host immune
response secretion, a successful functional cure for HBV
(HBsAg loss, sAb seroconversion) will likely require a
multipronged, multimechanism approach, including potential
approaches to target both the virus and the host.83 An
examination of all of the novel approaches for viral targets is
beyond the scope of this review, but we will briefly consider
the major approaches below.
Direct virologic approaches include HBV capsid inhibitors,
small interfering RNA targeted to viral mRNA, and cccDNA
targeting strategies. The HBV capsid is polyfunctional, as it is
essential for HBV genome packaging, reverse transcription,
intracellular trafficking, maintenance of cccDNA, and inhibition of
host innate immune responses. Thus, it is an attractive target for
HBV therapies. Several capsid inhibitors being evaluated include
NVR 3-778, GLS-4, and phenylpropenamide derivatives.84
Small interfering RNAs directed against conserved HBV RNA
sequences could knock down HBV RNA, proteins, and DNA
levels. To this end, the HBV small interfering RNA ARC-520 is
currently being evaluated in a phase 2 trial. cccDNA targeting
strategies include prevention of cccDNA formation (e.g.,
disubstituted sulfonamide DSS), elimination of cccDNA by
inhibition of viral or cellular factors contributing to cccDNA
stability/formation (e.g., APOBEC3A, B agonists) or physical
elimination of cccDNA (e.g., zinc-finger, transcription activator-
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like effector nucleases or TALEN, CRISPR/Cas9 nucleases),
and silencing of cccDNA transcription.84–87
Indirect acting host target inhibitors include entry inhibitors,
epigenetic modifiers (sirtuin inhibitors such as sirtinol),
morphogenesis inhibitors (glucosidase inhibitors), and secre-
tion inhibitors (Rep 9AC). A promising target is the inhibition of
the sodium taurocholate cotransporting polypeptide receptor
by which HBV/HDV enters hepatocytes (e.g., agents include
myrcludex B, cyclosporine A, and ezetimibe),12 although there
may be limitations in terms of the clinical implications of
inhibiting bile salt transport.
Immunomodulatory approaches include targeting innate
and adaptive immune responses. Innate targets include IFN-α,
TLR7 agonists, and STING agonists.88,89 Adaptive immune
agents include therapeutic T-cell vaccines and PD-1/PD-L1
antagonists. Targeting the T-cell response to HBV is important
because, in contrast to HCV, there is a robust T cell (CTL) that
spontaneously clears natural HBV infection with high fre-
quency in adults. Chronic HBV is associated with attenuated
CTL responses (high PD-1/PD-L1 expression) and thus
inhibitors of PD-1/PD-L1 could reawaken these vigorous
responses. A combination of these inhibitors with directly
acting anti-virals against HBV could have merit, although
caution will need to be exercised regarding the risk of
triggering autoimmunity and hepatic flares.90–93
Conclusion
Chronic infection with HBV remains a major public health
problem. Treatment of hepatitis B is indicated in immune-
active patients, in those with cirrhosis or fulminant hepatitis B,
in prevention of reactivation in HBV carriers who require
immunosuppressive or cytotoxic therapies, in pregnant
mothers with high viral load, and in HIV/HBV coinfection. Most
of the effective anti-viral agents that are available require
indefinite treatment; thus, efforts are being devoted to
approaches to enhance functional cure rates and permit
cessation of therapy. A true virologic cure for HBV is much
more elusive, in contrast to HCV, because of its highly stable
latent form (HBV cccDNA). However, a rich array of viral and
host targets is being explored for manipulation. It is highly
likely that a multimodality approach will be essential for the
achievement of a functional and virologic cure.
CONFLICT OF INTEREST
Guarantor of the article: Ruma Rajbhandari, MD, MPH and
Raymond T. Chung, MD.
Specific author contributions: RR compiled the various
studies and articles for initial review, drafted the initial
manuscript and was involved in all subsequent revisions. RTC
was involved in critical review of the manuscript. RR and RTC
have both approved the final draft of the manuscript.
Financial support:Dr RumaRajbhandari was supported by a
grant from the National Institutes of Health (T32 DK007191).
Dr Raymond Chung is supported, in part, by a grant from the
National Institutes of Health (K24 DK078772).
Potential competing interests: Dr Raymond T. Chung
receives research grant support (to institution) from Gilead
Sciences and Bristol-Myers-Squibb.
1. Ly KN, Xing J, Monina Klevens R et al. The increasing burden of mortality from viral hepatitis
in the United States between 1999 and 2007. Ann Intern Med 2012; 156: 271–278.
2. Giannini EG, Torre F, Basso M et al. A significant proportion of patients with chronic hepatitis
B who are candidates for antiviral treatment are untreated: a region-wide survey in Italy.
J Clin Gastroenterol 2009; 43: 1001–1007.
3. Zhang S, Garcia RT, Ristau JT et al. Undertreatment of Asian chronic hepatitis B patients on
the basis of standard guidelines: a community-based study. Dig Dis Sci 2012; 57:
1373–1383.
4. Jung CW, Tan J, Tan N et al. Evidence for the insufficient evaluation and undertreatment of
chronic hepatitis B infection in a predominantly low-income and immigrant population.
J Gastroenterol Hepatol 2010; 25: 369–375.
5. Cohen C, Holmberg SD, McMahon BJ et al. Is chronic hepatitis B being undertreated in the
United States? J Viral Hepat 2011; 18: 377–383.
6. Lok ASF, McMahon BJ. Chronic hepatitis B: update 2009. Hepatology 2009; 50: 661–662.
7. European Association for the Study of the LiverEASL clinical practice guidelines:
management of chronic hepatitis B virus infection. J Hepatol 2012; 57: 167–185.
8. Yapali S, Talaat N, Lok AS. Management of hepatitis B: our practice and how it relates to the
guidelines. Clin Gastroenterol Hepatol 2014; 12: 16–26.
9. Liaw YF, Kao JH, Piratvisuth T et al. Asian-Pacific consensus statement on the management
of chronic hepatitis B: a 2012 update. Hepatol Int 2012; 6: 531–561.
10. Urban S, Schulze A, Dandri M et al. The replication cycle of hepatitis B virus. J Hepatol 2010;
52: 282–284.
11. Yan H, Zhong G, Xu G et al. Sodium taurocholate cotransporting polypeptide is a functional
receptor for human hepatitis B and D virus. Elife 2012; 1: e00049.
12. Ni Y, Lempp FA, Mehrle S et al. Hepatitis B and D viruses exploit sodium taurocholate
co-transporting polypeptide for species-specific entry into hepatocytes. Gastroenterology
2014; 146: 1070–1083.
13. Tong S, Li J. Identification of NTCP as an HBV receptor: the beginning of the end or the end
of the beginning? Gastroenterology 2014; 146: 902–905.
14. Bertoletti A, Ferrari C. Innate and adaptive immune responses in chronic hepatitis B virus
infections: towards restoration of immune control of viral infection. Postgrad Med J 2013; 89:
294–304.
15. Lai M, Hyatt BJ, Nasser I et al. The clinical significance of persistently normal ALT in chronic
hepatitis B infection. J Hepatol 2007; 47: 760–767.
16. Shim JH, Lee HC, Kim KM et al. Efficacy of entecavir in treatment-naïve patients with
hepatitis B virus-related decompensated cirrhosis. J Hepatol 2010; 52: 176–182.
Table 3 Rates of seroconversion across different types of therapy73,75
Peg-IFN (%) ETV (%) TDF (%) Combination therapy (TDF+peg-INF for 48 weeks) (%)
HBeAg positive
HBeAg seroconversion 29–36 21–22 21 23.1% (at 48 weeks)
25.0% (at 72 weeks)
HBsAg loss 2–7 (at 6 months)
11 (at 3 years)
2–3 (at 1 year)
4–5 (at 2 years)
3 (at 1 year)
8 (at 3 years)
6.5 (at 48 weeks)
9.3 (at 72 weeks)
HBeAg negative
HBsAg loss 4 (at 6 months)
6 (at 3 years)
0–1 (at 1 year) 0 (at 1 year) 5.1 (at 48 weeks)
5.1 (at 72 weeks)
ETV, entecavir; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; peg-IFN, pegylated interferon-a2α; TDF, tenofovir.
Treatment of Hepatitis B
Rajbhandari and Chung
8
Clinical and Translational Gastroenterology
17. Liaw Y-F, Sheen I-S, Lee C-M et al. Tenofovir disoproxil fumarate (TDF), emtricitabine/TDF,
and entecavir in patients with decompensated chronic hepatitis B liver disease. Hepatology
2011; 53: 62–72.
18. Lian J-S, Zeng L-Y, Chen J-Y et al. De novo combined lamivudine and adefovir dipivoxil
therapy vs entecavir monotherapy for hepatitis B virus-related decompensated cirrhosis.
World J Gastroenterol 2013; 19: 6278–6283.
19. Köklü S, Tuna Y, Gülşen MT et al. Long-term efficacy and safety of lamivudine, entecavir, and
tenofovir for treatment of hepatitis B virus-related cirrhosis. Clin Gastroenterol Hepatol 2013;
11: 88–94.
20. Milazzo F, Vigevani GM, Almaviva M et al. Attempted treatment of fulminant viral hepatitis
with human fibroblast interferon. Infection 1985; 13: 130–133.
21. Sánchez-Tapias JM, Mas A, Costa J et al. Recombinant alpha 2c-interferon therapy in
fulminant viral hepatitis. J Hepatol 1987; 5: 205–210.
22. Kundu SS, Kundu AK, Pal NK. Interferon-alpha in the treatment of acute prolonged hepatitis
B virus infection. J Assoc Physicians India 2000; 48: 671–673.
23. Tassopoulos NC, Koutelou MG, Polychronaki H et al. Recombinant interferon-alpha therapy
for acute hepatitis B: a randomized, double-blind, placebo-controlled trial. J Viral Hepat 1997;
4: 387–394.
24. Yu J-W, Sun L-J, Zhao Y-H et al. The study of efficacy of lamivudine in patients with severe
acute hepatitis B. Dig Dis Sci 2010; 55: 775–783.
25. Tillmann HL, Hadem J, Leifeld L et al. Safety and efficacy of lamivudine in patients with severe
acute or fulminant hepatitis B, a multicenter experience. J Viral Hepat 2006; 13: 256–263.
26. Schmilovitz-Weiss H, Ben-Ari Z, Sikuler E et al. Lamivudine treatment for acute severe
hepatitis B: a Pilot study. Liver Int 2004; 24: 547–551.
27. Kondili LA, Osman H, Mutimer D. The use of lamivudine for patients with acute hepatitis B
(a series of cases). J Viral Hepatitis 2004; 11: 427–431.
28. Hasan F, Owaid SAM. Lamivudine monotherapy for severe acute hepatitis B. J Hepatol
2005; 42: 178–179.
29. Sanchez MJ, Buti M, Homs M et al. Successful use of entecavir for a severe case of
reactivation of hepatitis B virus following polychemotherapy containing rituximab. J Hepatol
2009; 51: 1091–1096.
30. Brost S, Schnitzler P, Stremmel W et al. Entecavir as treatment for reactivation of hepatitis B
in immunosuppressed patients. World J Gastroenterol 2010; 16: 5447–5451.
31. Rago A, Lichtner M, Mecarocci S et al. Antiviral treatment including entecavir plus tenofovir
disoproxil fumarate for HBV reactivation following a rituximab-based regimen. Antivir Ther
2010; 15: 929–932.
32. Watanabe M, Shibuya A, Takada J et al. Entecavir is an optional agent to prevent hepatitis B
virus (HBV) reactivation: a review of 16 patients. Eur J Intern Med 2010; 21: 333–337.
33. Garg H, Sarin SK, Kumar M, Garg V et al. Tenofovir improves the outcome in patients with
spontaneous reactivation of hepatitis B presenting as acute-on-chronic liver failure.
Hepatology 2011; 53: 774–780.
34. Milazzo L, Corbellino M, Foschi A et al. Late onset of hepatitis B virus reactivation following
hematopoietic stem cell transplantation: successful treatment with combined entecavir plus
tenofovir therapy. Transpl Infect Dis 2012; 14: 95–98.
35. Wong VW-S, Wong GL-H, Yiu KK-L et al. Entecavir treatment in patients with severe acute
exacerbation of chronic hepatitis B. J Hepatol 2011; 54: 236–242.
36. Chen C-H, Lin C-L, Hu T-H et al. Entecavir vs. lamivudine in chronic hepatitis B patients
with severe acute exacerbation and hepatic decompensation. J Hepatol 2014; 60:
1127–1134.
37. Zhang Y, Hu X-Y, Zhong S et al. Entecavir vs lamivudine therapy for naïve patients with
spontaneous reactivation of hepatitis B presenting as acute-on-chronic liver failure. World J
Gastroenterol 2014; 20: 4745–4752.
38. Gupta S, Govindarajan S, Fong TL et al. Spontaneous reactivation in chronic hepatitis B:
patterns and natural history. J Clin Gastroenterol 1990; 12: 562–568.
39. Kim SJ, Hsu C, Song Y-Q et al. Hepatitis B virus reactivation in B-cell lymphoma patients
treated with rituximab: analysis from the Asia Lymphoma Study Group. Eur J Cancer 2013;
49: 3486–3496.
40. Huang Y-H, Hsiao L-T, Hong Y-C et al. Randomized controlled trial of entecavir prophylaxis
for rituximab-associated hepatitis B virus reactivation in patients with lymphoma and resolved
hepatitis B. J Clin Oncol 2013; 31: 2765–2772.
41. Di Bisceglie AM, Lok AS, Martin P, Terrault N, Perrillo RP, Hoofnagle JH. Recent US Food
and Drug Administration warnings on hepatitis B reactivation with immune-suppressing and
anticancer drugs: just the tip of the iceberg? Hepatology 2015; 61: 703–711.
42. Kubo A, Shlager L, Marks AR et al. Prevention of vertical transmission of hepatitis B:
an observational study. Ann Intern Med 2014; 160: 828–835.
43. Zou H, Chen Y, Duan Z, Zhang H, Pan C. Virologic factors associated with failure to passive-
active immunoprophylaxis in infants born to HBsAg-positive mothers. J Viral Hepat 2012; 19:
e18–e25.
44. Han G-R, Cao M-K, Zhao W et al. A prospective and open-label study for the efficacy and
safety of telbivudine in pregnancy for the prevention of perinatal transmission of hepatitis B
virus infection. J Hepatol 2011; 55: 1215–1221.
45. Pan CQ, Han G-R, Jiang H-X et al. Telbivudine prevents vertical transmission from
HBeAg-positive women with chronic hepatitis B. Clin Gastroenterol Hepatol 2012; 10:
520–526.
46. Shi Z, Yang Y, Ma L, Li X, Schreiber A. Lamivudine in late pregnancy to interrupt in utero
transmission of hepatitis B virus: a systematic review and meta-analysis. Obstet Gynecol
2010; 116: 147–159.
47. Xu W-M, Cui Y-T, Wang L et al. Lamivudine in late pregnancy to prevent perinatal
transmission of hepatitis B virus infection: a multicentre, randomized, double-blind, placebo-
controlled study. J Viral Hepat 2009; 16: 94–103.
48. Celen MK, Mert D, Ay M et al. Efficacy and safety of tenofovir disoproxil fumarate in
pregnancy for the prevention of vertical transmission of HBV infection.World J Gastroenterol
2013; 19: 9377–9382.
49. Lacombe K, Rockstroh J. HIV and viral hepatitis coinfections: advances and challenges.
Gut 2012; 61: i47–i58.
50. Bodsworth NJ, Cooper DA, Donovan B. The influence of human immunodeficiency virus type
1 infection on the development of the hepatitis B virus carrier state. J Infect Dis 1991; 163:
1138–1140.
51. Nikolopoulos GK, Paraskevis D, Hatzitheodorou E et al. Impact of hepatitis B virus infection
on the progression of AIDS and mortality in HIV-infected individuals: a cohort study and
meta-analysis. Clin Infect Dis 2009; 48: 1763–1771.
52. Thio CL, Seaberg EC, Skolasky R et al. HIV-1, hepatitis B virus, and risk of liver-related
mortality in the Multicenter Cohort Study (MACS). Lancet 2002; 360: 1921–1926.
53. Qurishi N, Kreuzberg C, Lüchters G et al. Effect of antiretroviral therapy on liver-related
mortality in patients with HIV and hepatitis C virus coinfection. Lancet (London, England)
2003; 362: 1708–1713.
54. Brau N, Salvatore M, Rios-Bedoya CF. Slower fibrosis progression in HIV/HCV-coinfected
patients with successful HIV suppression using antiretroviral therapy. J Hepatol 2006; 44:
47–55.
55. Joshi D, O’Grady J, Dieterich D et al. Increasing burden of liver disease in patients with HIV
infection. Lancet (London, England) 2011; 377: 1198–1209.
56. Panel on Antiretroviral Guidelines for Adults and Adolescents. Guidelines for the use of
antiretroviral agents in HIV-1-infected adults and adolescents. Department of Health and
Human Services. 10 January 2011; pp 1–166. Available at: https://aidsinfo.nih.gov/
contentfiles/adultandadolescent.pdf; accessed on 11 March 2015.
57. Liaw Y-F, Leung N, Kao J-H et al. Asian-Pacific consensus statement on the management of
chronic hepatitis B: a 2008 update. Hepatol Int 2008; 2: 263–283.
58. Lau GKK, Piratvisuth T, Luo KX et al. Peginterferon alfa-2a, lamivudine, and the combination
for HBeAg-positive chronic hepatitis B. N Engl J Med 2005; 352: 2682–2695.
59. Buster EHCJ, Flink HJ, Cakaloglu Y et al. Sustained HBeAg and HBsAg loss after long-term
follow-up of HBeAg-positive patients treated with peginterferon α-2b.Gastroenterology 2008;
135: 459–467.
60. Buster EHCJ, Hansen BE, Lau GKK et al. Factors that predict response of patients with
hepatitis B e antigen-positive chronic hepatitis B to peginterferon-alfa. Gastroenterology
2009; 137: 2002–2009.
61. Fontana RJ. Side effects of long-term oral antiviral therapy for hepatitis B. Hepatology 2009;
49: S185–S195.
62. Gara N, Zhao X, Collins MT et al. Renal tubular dysfunction during long-term
adefovir or tenofovir therapy in chronic hepatitis B. Aliment Pharmacol Ther 2012; 35:
1317–1325.
63. Pipili C, Cholongitas E, Papatheodoridis G. Review article: nucleos(t)ide analogues in
patients with chronic hepatitis B virus infection and chronic kidney disease. Aliment
Pharmacol Ther 2014; 39: 35–46.
64. Tourret J, Deray G, Isnard-Bagnis C. Tenofovir effect on the kidneys of HIV-infected patients:
a double-edged sword? J Am Soc Nephrol 2013; 24: 1519–1527.
65. Gupta SK. Tenofovir-associated Fanconi syndrome: review of the FDA adverse event
reporting system. AIDS Patient Care STDS 2008; 22: 99–103.
66. Manns MP, Akarca US, Chang T-T et al. Long-term safety and tolerability of entecavir in
patients with chronic hepatitis B in the rollover study ETV-901. Expert Opin Drug Saf 2012;
11: 361–368.
67. Lange CM, Bojunga J, Hofmann WP et al. Severe lactic acidosis during treatment of chronic
hepatitis B with entecavir in patients with impaired liver function. Hepatology 2009; 50:
2001–2006.
68. Chang TT, Lai CL, Yoon S et al. Entecavir treatment for upto 5 years in patients with hepatitis
B e antigen-positive chronic hepatitis B. Hepatology 2010; 51: 422–430.
69. Marcellin P, Heathcote EJ, Buti M et al. Tenofovir disoproxil fumarate versus adefovir dipivoxil
for chronic hepatitis B. Engl J Med 2008; 359: 2442–2455.
70. Heathcote EJ, Marcellin P, Buti M et al. Three-year efficacy and safety of tenofovir disoproxil
fumarate treatment for chronic hepatitis B. Gastroenterology 2011; 140: 132–143.
71. Tenney DJ, Rose RE, Baldick CJ et al. Long-term monitoring shows hepatitis B virus
resistance to entecavir in nucleoside-naive patients is rare through 5 years-of therapy.
Hepatology 2009; 49: 1503–1514.
72. Snow-Lampart A, Chappell B, Curtis M et al. No resistance to tenofovir disoproxil fumarate
detected after up to 144 weeks of therapy in patients monoinfected with chronic hepatitis
B virus. Hepatology 2011; 53: 763–773.
73. Terrault NA, Bzowej NH, Chang K-M et al. AASLD guidelines for treatment of chronic
hepatitis B. Hepatology 2016; 63: 261–283.
74. Wong GL-H, Wong VW-S, Chan HL-Y. Combination therapy of interferon and nucleotide/
nucleoside analogues for chronic hepatitis B. J Viral Hepat 2014; 21: 825–834.
75. Marcellin P, Ahn SH, Ma X et al. Combination of tenofovir disoproxil fumarate and
peginterferon α-2a increases loss of hepatitis B surface antigen in patients with chronic
hepatitis B. Gastroenterology 2016; 150: 134–144.e10.
76. WHO. Guidelines for the Prevention, Care and Treatment of Persons with Chronic Hepatitis
B Infection. WHO: Geneva, Switzerland, 2015, p 136.
Treatment of Hepatitis B
Rajbhandari and Chung
9
Clinical and Translational Gastroenterology
77. Pan X, Zhang K, Yang X et al. Relapse rate and associated-factor of recurrence after
stopping NUCs therapy with different prolonged consolidation therapy in HBeAg positive
CHB patients. PLoS One 2013; 8: e68568.
78. Wong GLH, Tse YK, Wong VWS et al. Chan HLY. Long-term safety of oral nucleos(t)ide
analogs for patients with chronic hepatitis B: A cohort study of 53,500 subjects. Hepatology
2015; 62: 684–693.
79. Chen C-H, Hung C-H, Hu T-H et al. Association between level of hepatitis B surface antigen
and relapse after entecavir therapy for chronic HBV infection. Clin Gastroenterol Hepatol
2015; 13: 1984–1992.e1.
80. Trépo C, Chan HLY, Lok A. Hepatitis B virus infection. Lancet (London, England) 2014; 384:
2053–2063.
81. Mast EE, Weinbaum CM, Fiore AE et al. A comprehensive immunization strategy to
eliminate transmission of hepatitis B virus infection in the United States: recommendations of
the Advisory Committee on Immunization Practices (ACIP) Part II: immunization of adults.
MMWR Recomm Rep 2006; 55: 1–33; quiz CE1–CE4.
82. WHO. Immunization Coverage Fact sheet. WHO: Geneva, Switzerland, 2015. Available at:
http://www.who.int/mediacentre/factsheets/fs378/en/ (last accessed 3 November 2016).
83. Kapoor R, Kottilil S. Strategies to eliminate HBV infection. Fut Virol 2014; 9: 565–585.
84. Zeisel MB, Lucifora J, Mason WS et al. Towards an HBV cure: state-of-the-art and
unresolved questions-report of the ANRS workshop on HBV cure. Gut 2015; 64: 1314–1326.
85. Lucifora J, Xia Y, Reisinger F et al. Specific and nonhepatotoxic degradation of nuclear
hepatitis B virus cccDNA. Science 2014; 343: 1221–1228.
86. Carroll D. Genome engineering with zinc-finger nucleases. Genetics 2011; 188: 773–782.
87. Cai D, Mills C, Yu W et al. Identification of disubstituted sulfonamide compounds as specific
inhibitors of hepatitis B virus covalently closed circular DNA formation. Antimicrob Agents
Chemother 2012; 56: 4277–4288.
88. Fosdick A, Zheng J, Pflanz S et al. Pharmacokinetic and pharmacodynamic properties of
GS-9620, a novel Toll-like receptor 7 agonist, demonstrate interferon-stimulated gene
induction without detectable serum interferon at low oral doses. J Pharmacol Exp Ther 2014;
348: 96–105.
89. Lanford RE, Guerra B, Chavez D et al. GS-9620, an oral agonist of toll-like receptor-7,
induces prolonged suppression of hepatitis B virus in chronically infected chimpanzees.
Gastroenterology 2013; 144: 1508–1517.
90. Bertoletti A, Gehring A. Therapeutic vaccination and novel strategies to treat chronic HBV
infection. Expert Rev Gastroenterol Hepatol 2013; 3: 561–569.
91. Xu D-Z, Zhao K, Guo L-M et al. A randomized controlled phase IIb trial of antigen–antibody
immunogenic complex therapeutic vaccine in chronic hepatitis B patients. PLoS One 2008;
3: e2565.
92. Yao X, Zheng B, Zhou J et al. Therapeutic effect of hepatitis B surface antigen-antibody
complex is associated with cytolytic and non-cytolytic immune responses in hepatitis B
patients. Vaccine 2007; 25: 1771–1779.
93. Pol S, Michel M-L. Therapeutic vaccination in chronic hepatitis B virus carriers. Expert Rev
Vaccines 2006; 5: 707–716.
94. Block TM, Gish R, Guo H et al. Chronic hepatitis B: What should be the goal for new
therapies? Antiviral Res 2013; 98: 27–34.
Clinical and Translational Gastroenterology is an open-
access journal published by Nature Publishing Group.
This work is licensed under a Creative Commons Attribution-
NonCommercial-ShareAlike 4.0 International License. The images or
other third party material in this article are included in the article’s
Creative Commons license, unless indicated otherwise in the credit line;
if the material is not included under the Creative Commons license,
users will need to obtain permission from the license holder to
reproduce the material. To view a copy of this license, visit http://
creativecommons.org/licenses/by-nc-sa/4.0/
Treatment of Hepatitis B
Rajbhandari and Chung
10
Clinical and Translational Gastroenterology
